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Moreover, Shi et al. does not disclose such aptamers. It discloses an expression system 
for producing a multivalent aptamer, i.e., a plurality of monomer aptamers linked together to 
produce a product that has the ability to bind 5 units of its target protein. In the process described 
in Shi et al., the transcribed RNA consists of five monomeric units of aptamers that are 
connected tandemly. Because of this, the transcribed RNA has the potential to bind to a target at 
1 :5 RNA to target ratio. In the multivalent aptamer disclosed by Shi et al., each individual 
monovalent aptamer component of the multivalent aptamer has the ability to bind to a target 
sequence. 

In contrast, the present claims relate neither to expression of aptamers nor to producing 
an active full-length aptamer composed of active subunit aptamers. The present invention 
involves two inactive aptamer oligonucleotides, i.e., two unconnected oligonucleotides (derived 
from one active aptamer) neither of which on its own has the ability to bind to the target 
molecule. The two oligonucleotides undergo a conformational changes only in the presence of 
the target molecule. This is the reason why they are referred to as modulating (or modulate) 
aptamers. These modulating aptamers have advantages over full-length aptamers as diagnostic 
agents. For example, use of full-length aptamers in diagnosis requires special labeling or 
modifications in order to discriminate bound from unbound aptamer. On the other hand 
discrimination of target-bound versus unbound modulate aptamers is facilitated by the fact that 
fluorescence is only emitted following binding of the two modulate aptamers to the test target 
molecule. Applicants were the first to observe that two inactive oligonuclotides derived from an 
active aptamer could be reconstituted in the presence of the target molecule. The novelty of 
Applicant's discovery is documented in a recently published article (Nutiu et al., J. Am. Chem. 
Soc. 125:4771-4778, 2003). The first two pages of this article are enclosed as Exhibit A and the 
relevant text on page 4772 is circled. If the Examiner would like a copy of the whole article, 
Applicants would be pleased to supply one. 

In light of the above considerations, Applicants respectfully submit that the claims of 
Groups 1-3 do relate to a single general inventive concept under PCT Rule 13.1 and thus request 
that all the pending claims be examined in the present application. 
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Please apply any charges or credits to Deposit Account No. 06-1050. 

Respectfully submitted, 



Date: 



Fish & Richardson P.C. 
45 Rockefeller Plaza, Suite 2800 
New York, New York 10111 
Telephone: (212)765-5070 
Facsimile: (212) 258-2291 




Stuart Macphail, Ph.D. 
Reg. No. 44,217 
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